Reaction of 4,6-dichloro-2-methylthiopyrimidine-5-carbaldehyde (1) with 3-substituted 4-amino-1,2,4-triazole-5-thiones (2a-g) at 50-60°C led to 7-chloro-9-methylthiopyrimido [5,4-f] 
Introduction
Work in our laboratories has been recently concerned with the development of synthesis of new fused heterocyclic systems in order to search for new pharmocological or biologically active compounds. We have previously reported on the synthesis of linear annulated heterocycles containing the pyrimido [5,4- e] [1, 3] thiazine (1) and pyrimido [5,4-/] [1, 3, 4] thiadiazepine (2, 3) skeletons with potential pharmaceutical activity. The present work was undertaken to extend these investigations in order to prepare pyrimido [5,4- /] [1, 2, 4] triazolo [3,4-b] [1, 3, 4] thiadiazepines for which alternate synthetic annulation methods are not readily available. The title heterosystem can be considered to some extent as analog of natural pyrrolo [2,1- c] [1, 4] benzodiazepine antitumor antibiotics which are well-known class of sequence-selective DNA binding agents (4, 5) . The cytotoxic and antitumor effects of these antibiotics are believed to arise from modification of DNA, which is caused by covalent binding of these compounds through azomethine bond of diazepine ring to the exocyclic N2 of guanine in the minor groove of duplex' DNA (6) (7) (8) (9) . Recently some heterocyclic analogues of the natural pyrrolobenzodiazepines have been also synthesised (10) . The designed by us pyrimido [5,4-/] [1, 2, 4] triazolo [3,4-t>] [1, 3, 4] thiadiazepines have similar structural features and therefore some DNA binding ability as well as pharmaceutical activity may be expected for them Vol. 9, No. I. 2003 Synthesis of novel pyrimido [5,4-fJ [ 1, 2, 4] tria:olo [3,4-b] [l, 3.4 
] thiadiazepines

Results and Discussion
Compounds 3a-f were synthesised by the cyclocondensation reaction between 4,6-dichloro-2-methylthiopyrimidine-5-carbaldehyde (1) and 3-substituted 4-amino-1,2,4-triazole-5-thiones (2a-f). The best yields were obtained by heating equimolar amounts of carbaldehyde 1 and triazoles 2a-f in freshly distilled dimethylformamide at 50-60°C for 4-8 h (Scheme). Nevertheless, in the reaction of 1 with 4-amino-3-(4-chlorophenyl)-1,2,4-triazole-5-thione (2g) along with the expected a product of hydrolysis -3-(4-chlorophenyl)-9-methylthio-7,8-dihydropyrimido [5,4- Due to their lower stability the other 1,3,4-thiadiazepin-6-ols were not isolated.
The structures of all compounds were substantiated by their elemental and spectral data. In the 1 H NMR spectra of 3a-g a singlet at 8.30-8.88 ppm due to the resonance of C(6)-H along with a singlet at 2.58 -2.77 ppm for the methylthio group and signals of substituents in position 3 of the heterosystem are observed.
In the 13 C NMR spectra of the most soluble samples 3b (solution in a mixture CDCI 3 :CF 3 COOH = 3:2) and 3c
(solution in CDCI 3 ) a signal of C (6) 
Experimental
Melting points were determined in open capillaries and are uncorrected IR spectra were run in Nujol mulls or in KBr discs on a Perkin-Elmer FT spectrophotometer Spectrum BX II. 1 H and 13 C NMR spectra were recorded with a Tesla BS 587A spectrometer (80 MHz) using tetramethylsilane as internal standard.
Mass spectra were performed using direct insertion probe on a Kratos MS-30 spectrometer (70 eV). All
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Vol. 9, No. 1, 2003 Synthesis of novel pyrimido [5, 2, 4] triazolo [3,4-b] [1.3,4] thiadiazepines reactions and purity of the synthesised compounds were monitored by TLC using Silica gel 60 F254 aluminium plates (Merck). Visualization was accomplished by UV light.
4,6-Dichloro-2-methylthiopyrimidine-5-carbaldehyde (1) (12), 3-alkyl-4-amino-1,2,4-triazole-5-thiones (2a-c) (13) and 4-amino-3-aryl-1,2,4-triazole-5-thiones (2d-q) (14) were synthesised according to the described procedures.
3-Substituted T-chloro-S-methylthiopyrimidotS^-fJtl^.Altriazolo^^-iJlII.S^lthiadiazepines (3a-f).
Typical procedure. A mixture of 1 (1.11 g, 5 mmol), 2a-f (5 mmol) and freshly distilled DMF (15 ml) was heated under stirring at 50-60°C for 4 h (in case R = aryl) or for 8 h (in case R = alkyl). After cooling to room temperature the precipitate was filtered off and recrystallised. Compound 6 was also synthesised from 3a using the above procedure. Yield 45%, mp 170-172°C (from ethanol). 
